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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission mailed on July 
25, 2005 has been entered. 

Claims 28 and 35-37 have been canceled. Claims 1, 2, 10, 11, 19 and 20 have 
been amended. Claims 1, 2, 5, 6, 8-11, 14, 15, 17-20, 23, 14, and 29-34 are pending in 
the instant application. 

Claims 1, 2, 5, 6, 8-11, 14, 15, 17-20, 23, 14, and 29-34 have been examined on 
the merits. 



Response to Arguments 

Applicants Amendment and Response mailed July 25, 2005 has been 
considered. Rejections and/or objections not reiterated from the previous office action 
mailed January 4, 2005 are hereby withdrawn. Any arguments addressing said 
rejections and/or objections are moot. The following rejections and/or objections are 
either newly applied or are reiterated and are the only rejections and/or objections 
presently applied to the instant application. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1, 2, 5, 6, 8-11, 14, 15, 17-20, 23, 14, and 29-34 are rejected under 35 
U.S.C. 112, first paragraph, as failing to comply with the written description requirement. 
The claim(s) contains subject matter which was not described in the specification in 
such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is a new matter rejection. 

The instant claims are drawn to a method for statistically significantly potentiating 
the activity of an SN-38 prodrug by a p value of less than or equal to 0.08 in an unpaired 
t-test, comprising co-administering an oligonucleotide that is from about 5 to about 100 
nucleotides in length with the prodrug. It does not appear that Applicants have support 
for the limitations, "a p value of less than or equal to 0.08" or "from about 5 to about 100 
nucleotides in length" as recited in the instant claims. 

In Applicants Remarks filed July 25, 2005, Applicants contend that support for 
the limitation "from about 5 to about 100 nucleotides in length" is found at page 8, lines 
23-27. Referring to Applicants specification at page 8, lines 23-27, Applicants disclose 
preferred embodiments of oligonucleotide lengths including "from about 13 to about 
100", "from about 15 to about 50", "from about 15 to about 35", and "from about 5 to 
about 15". However, these embodiments do not support the specific limitation "from 
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about 5 to about 100" as instantly recited. 

In Applicants Remarks filed July 25, 2005, Applicants also contend that support 
for the limitation, "a p value of less than or equal to 0.08" is found in previously 
presented claim 38 and at pages 13 and 14. At the outset, it is noted that at no time 
during prosecution of the instant application was there a claim 38. Now then referring to 
pages 13 and 14, p is disclosed as being less than 0.08 (see page 14, line 10), but 
nowhere is p disclosed as being equal to 0.08 . 

Applicant is required to cancel the new matter or specifically point out the support 
for the limitations, "a p value of less than or equal to 0.08 " or "from about 5 to about 100 
nucleotides in length" in reply to this Office action. 

Claims 1, 2, 5, 6, 8-11, 14, 15, 17-20, 23, 14, and 29-34 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for a 
method for statistically significantly potentiating the activity of an SN-38 prodrug by a p 
value of less than 0.08 in an unpaired t-test, comprising co-administering an 
oligonucleotide that is from about 13 to about 100 nucleotides in length with the 
prodrug, wherein the prodrug is administered at a dose of 50 mg/kg and the 
oligonucleotide is administered at a dose of 20 mg/kg, does not reasonably provide 
enablement for a method for statistically significantly potentiating the activity of an SN- 
38 prodrug by a p value of less than or equal to 0.08 in an unpaired t-test, comprising 
co-administering an oligonucleotide that is from about 5 to about 100 nucleotides in 
length with the prodrug. The specification does not enable any person skilled in the art 
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to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention commensurate in scope with these claims. This is a scope enablement 
rejection. 

The following factors have been considered in formulating this rejection (In re 
Wands, 858F.2d 731, 8 USPQ2d 1400 (Fed. Cir. 1988)): the breadth of the claims, the 
nature of the invention, the amount of direction or guidance presented, and the quantity 
of experimentation necessary. 

The instant claims are drawn to a method for statistically significantly potentiating 
the activity of an SN-38 prodrug by a p value of less than or equal to 0.08 in an unpaired 
t-test, comprising co-administering an oligonucleotide that is from about 5 to about 100 
nucleotides in length with the prodrug. The instant specification teaches that sequence 
independent oligonucleotides produce a statistically significant potentiating effect on 
irinotecan, in a dose dependent manner. 

The art teaches the potentiation of antitumor activity of irinotecan by chemically 
modified oligonucleotides in a dose dependent manner. For example, Agrawal et al. 
(International Journal of Oncology, 2001 Vol. 18:1061-1069, of record) specifically 
disclose, "the potentiation of antitumor activity was dependent on the dose of irinotecan 
and chemically modified oligonucleotides administered" (see Abstract). Specifically, 
Agrawal et al. teach, "a dose of 20 mg/kg of chemically modified oligonucleotide and 50 
mg/kg of irinotecan was found to be optimal" (see page 1068, first few lines). Further, 
Agrawal et al. (International Journal of Oncology, 2002 Vol. 21:65-72) teach GEM 231, 
a second-generation antisense agent complementary to protein kinase A Rla subunit, 
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potentiates antitumor activity of irinotecan in a dose dependent manner in human colon, 
pancreas, prostate and lung cancer xenografts. Specifically, Agrawal et al. teach, "the 
co-administration of GEM 231 (10 or 20 mg/kg) with irinotecan (50 mg/kg) resulted in a 
significant increase in mean day survival (MDS) and tumor-growth inhibition (TGI), when 
compared with irinotecan monotherapy" in human cancer xenograft, HCT-116 (see 
page 67, second column). The instant specification concurs with Agrawal et al. (2001) 
and (2002) at page 14, lines 10-12 where it discloses, "both Oligo 1 and Oligo 2 can 
potentiate the activity of Camptosar efficacy in a statistically significant and dose- 
dependent manner' 1 . 

Assertions such as those from Agrawal et al. (2001) and (2002) in addition to 
self-admissions from the instant application indicate that the potentiation of irinotecan by 
antisense oligonucleotides is dependent on the dose of both agents. 

The specification as filed and the art provide methods for statistically potentiating 
the activity of irinotecan with sequence independent oligonucleotides in a dose 
dependent manner. The instant claims do not require any specific dose of 
oligonucleotide or prodrug and one skilled in the art would need to practice undue trial 
and error experimentation to practice the instant invention over the scope claimed. The 
skilled artisan would need to determine the dose of the prodrug and the dose of the 
oligonucleotide that would result in statistical significant potentiation as claimed. These 
factors are not routine and the skilled artisan would need to determine such factors de 
novo, through empirical, undue experimentation. 



Application/Control Number: 09/708,786 



Page 7 



Art Unit: 1635 

Therefore, based on the breadth of the claims, the nature of the invention, the 
lack of specific guidance by the inventor, and the quantity of experimentation that would 
be required, it would require undue experimentation, beyond what is taught in the 
specification, to practice the methods as claimed, over the full scope claimed. 



No claims are allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is 571-272- 
0758. The examiner can normally be reached on 9 am - 5 pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached on 571-272-081 1 . The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). \ 
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